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DETAILED ACTION 
Summary 

1 . Receipt of amended claims and RCE filed on 08/1 1/08 is acknowledged. 
Claims 2-3 and 5-7 are under prosecution. 

Unless specifically repeated, the rejections made in previous office action have been 
withdrawn. 

Claim Rejections - 35 USC §112 

2. The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Scope of Enablement Rejection 

Claims 2-3 and 5-7 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for a limited number of compounds of the formula, 
does not reasonably provide enablement for the trillions of possible structures claimed. 
The specification does not enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to make and use the invention commensurate in 
scope with these claims. For instance, with respect to the making aspect of the 
invention, of the multiple possibilities for R1 and R2 and R3 and p and q groups in claim 
5 and several substituents in claim 6, the specification is enabling for the making of one 
possibility. Likewise, in support of the biological activity of the claimed compounds (i.e., 
potential utility), the disclosure is limited to describing only single possibility of single 
compound with specific substituents linked to treating hot flashes. 
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Enablement is considered in view of the Wands factors (MPEP 21 64.01 (a)). 
These include: (1) breadth of the claims; (2) nature of the invention; (3) state of the prior 
art; (4) amount of direction provided by the inventor; (5) the level of predictability in the 
art; (6) the existence of working examples; (7) quantity of experimentation needed to 
make or use the invention based on the content of the disclosure; and (8) relative skill in 
the art. 

All of the factors have been considered with regard to the claim, with the most relevant 
factors discussed below: 

The breadth of claims: The claims are drawn to compounds of the formula (elected 
group), 




With multiple possibilities of substituents as disclosed in claims 5 and 6. 

The side groups having substituents layered on top of substituents 
encompassing trillions of possible compounds. The substituents vary widely in size, 
molecular topology, properties such as acidity and basicity chemical and physical 
properties rendering the breadth of the claims wide. The disclosure lacks guidance 
linking various possible substituents with hot flashes. No technical data has been 
provided and with no effective amounts have been recited in claims. In the absence of 
specific compounds or groups of compound, specific effective amount and their 
correlation with hot flashes, one skill in the art would undergo undue experimentation to 
practice the invention. In the absence of any specific amount associated with specific 
compound, the claim reads on indefinite amounts or very miniscule amount which will 
be required to treat hot flashes. 

The level of the skill in the art: The level of skill in the art is high. However, due 
to the unpredictability in the art of organic and medicinal chemistry, it is noted that each 
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embodiment of the invention is required to be individually assessed for viability. 

The amount of direction provided by the inventor and the presence or absence of 
working examples: The direction and working example provided in the specification is 
extremely limited. 

Specification only provides compound on page 33 and it is not seen where in the 
specification, enablement is present for making any other substituents for these three 
variables and linking the claimed compounds with hot flash treatment. 

The specification does not provide citations (commercial or literature) for 
procuring the starting materials usable that could substitute for the lack of working 
examples with respect to non-enabled substitutions. 

The specification does not disclose biological data for any of the claimed 
compounds. 

The state and the predictability of the art: With regards to making of the 
compounds, in spite of major advances in protecting group strategies and organic 
synthesis, the state of the art is unpredictable as to functional group compatibility during 
many chemical transformations. As such, one of ordinary skill in the art attempting to 
make applicant's compounds would be faced with trial and error experimentation to 
arrive at a viable chemistry sequence to introduce the invariants present in the formula. 
The existence of such unpredictability and uncertainties would prevent one of ordinary 
skill in the art from accepting the only process present in the specification on its face as 
universally applicable for all the substitutions claimed. 
The quantity of experimentation: For the reasons presented above, there is a 
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substantial gap between what is taught in the specification and what is being claimed. 
Genentech Inc. v. Novo NordiskA/S (CA FC) 42 USPQ2d 1001, states, "a patent is not 
a hunting license. It is not a reward for search, but compensation for its successful 
conclusion" and Iplatent protection is granted in return for an enabling disclosure of an 
invention, not for vague intimations of general ideas that may or may not be workable". 

Claim Rejections - 35 USC §112 

3. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

4. Claims 2-3 and 5-7 are rejected under 35 U.S.C. 1 1 2, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

The claim recite the limitation effective amount however, no amount has been recited by 
claims. The claim is indefinite since it is not clear which amount is considered effective 
in treating hot flashes. Appropriate correction is required. 

Claim Rejections - 35 USC § 103 

5. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for 
all obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a 
person having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived 
by the manner in which the invention was made. 
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6. Claims 2-3 and 5-7 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Furuya et al. (US 6,297,379) in view of Takayoshi et al. (Brain Research, 754 
(1997) 88-94. (Submitted in IDS). 

It is noted that Furuya et al. (US 6,297,379) is the National Stage of PCT 
publication WO00/56739 to Furuya et al. published on September 28, 2000. 

Furuya et al. teach a method of treating sex hormone-dependent diseases 
comprising administering a compound of formula (I): 



The compound of formula (I) has excellent gonadotropin releasing horomone (GnRH) 
antagonizing activity (abstract). 

Regarding entering the brain as recited in instant claim 2, it is well known in the 
art that gonadotropin-releasing hormone (GnRH) is synthesized and released by the 
hypothalamus and is responsible for the release of follicle stimulating hormone (FSH) 
and lutenizing hormone (LH) from the anterior pituitary. It is also well known in the art 




where R 6 is: 




(abstract). 
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that the anterior pituitary and hypothalamus are located at the brain stem. As 
evidenced by Hara et al., the gonadotropin-releasing hormone antagonist, TAK-013, 
was administered in female cynomolgus monkeys (page 1700). There was an LH surge 
in the plasma of monkeys treated with vehicle, however, there was no LH surge and LH 
plasma levels remained low in monkeys treated with TAK-013 (page 1700). Because 
gonadotropin-releasing hormone is synthesized in the hypothalamus, the gonadotropin- 
releasing hormone must reach and act in the brain in order to influence the release of 
lutenizing hormone. Thus it would be obvious that gonadotropin-releasing hormone 
enters the brain. 

Furuya et al. do not specifically teach treating hot flashes, Takayoshi et al. 
teaches gonadotropin-releasing hormone antagonism and its relation with treatment of 
hot flashes with such agents (see the whole article and the following paragraph). 
Takayoshi et al. teach: 
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It would have been obvious to one of ordinary skill in the art at the time of the 
instant invention to use GNRH in reducing hot flashes by utilizing the compounds 
disclosed by Furaya et al. One would have been motivated to do so since Furaya et al. 
disclose that Thienopyridine compounds (which are same as disclosed compounds) 
possess Gonadotropin-releasing hormone antagonism. As such, the invention as a 
whole would have been prima facie obvious at the time of instant invention. 



7. Claims 2-3 and 5-7 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Furuya et al. (US 6,048,863) in view of Takayoshi et al. (Brain Research, 754 
(1997) 88-94. (submitted in IDS). 

Furuya et al. teach a method for treating disorders related to gonadotropin 
releasing hormone (GnRH) comprising administering a thienopyrimidine derivative of 
the formula: 
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I. 



(abstract). 



The thienopyrimidine derivative antagonizes gonadotropin-releasing hormone (column 
2, lines 56-57). 

Regarding hot flash as recited in instant claim 7, Furuya et al. teach a method of 
treating disorders related to gondotropin releasing hormone (abstract). 

Furuya et al. teach do not specifically teach treating hot flashes, Takayoshi et al. 
teaches gonadotropin-releasing hormone antagonism and its relation with treatment of 
hot flashes with such agents (see the whole article and the following paragraph). 
Takayoshi et al. teach: 
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It would have been obvious to one of ordinary skill in the art at the time of the 
instant invention to use GNRH in reducing hot flashes by utilizing the compounds 
disclosed by Furaya et al. One would have been motivated to do so since Furaya et al. 
disclose that Thienopyridine compounds (which are same as disclosed compounds) 
possess Gonadotropin-releasing hormone antagonism. As such, the invention as a 
whole would have been prima facie obvious at the time of instant invention. 



8. Claims 2-3 and 5-7 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Furuya et al. (US 6,001 ,850) in view of Takayoshi et al. (Brain Research, 754 
(1997) 88-94 or vice versa, (submitted in IDS). 

Furuya et al. teach a method for treating sex hormone dependent diseases 
comprising administering a thienopyridine derivative having gonadotropin-releasing 
hormone antagonistic activity of the formula: 
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(abstract and column 36, lines 5-20). 
The thienopyridine derivative has gonadotropin-releasing hormone antagonistic activity 
(abstract). 

Furuya et al. teach do not specifically teach treating hot flashes, Takayoshi et al. 
teaches gonadotropin-releasing hormone antagonism and its relation with treatment of 
hot flashes with such agents (see the whole article and the following paragraph). 
Takayoshi et al. teach: 
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It would have been obvious to one of ordinary skill in the art at the time of the 
instant invention to use GNRH in reducing hot flashes by utilizing the compounds 
disclosed by Furaya et al. One would have been motivated to do so since Furaya et al. 
disclose that Thienopyridine compounds (which are same as disclosed compounds) 
possess Gonadotropin-releasing hormone antagonism. As such, the invention as a 
whole would have been prima facie obvious at the time of instant invention. 



9. Claims 2-3 and 5-7 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Furuya et al. (US 6,187,788) in view of Takayoshi et al. (Brain Research, 754 
(1997) 88-94 or vice versa, (submitted in IDS). 

Furuya et al. teach a method of treating a hormone dependent disease 
comprising administering a gonadotropin-releasing hormone antagonistic composition 
comprising a compound of the formula: 
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(abstract and column 116, lines 30-38). 



Furuya et al. teach do not specifically teach treating hot flashes, Takayoshi et al. 
teaches gonadotropin-releasing hormone antagonism and its relation with treatment of 
hot flashes with such agents (see the whole article and the following paragraph). 
Takayoshi et al. teach: 
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It would have been obvious to one of ordinary skill in the art at the time of the 
instant invention to use GNRH in reducing hot flashes by utilizing the compounds 



disclosed by Furaya et al. One would have been motivated to do so since Furaya et al. 
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disclose that Thienopyridine compounds (which are same as disclosed compounds) 
possess Gonadotropin-releasing hormone antagonism. As such, the invention as a 
whole would have been prima facie obvious at the time of instant invention. 

Response to Arguments 

1 0. Applicant's arguments with respect to claims 2-3 and 5-7 have been considered 
but are moot in view of the new ground(s) of rejection. 

1 1 . Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Snigdha Maewall whose telephone number is (571)- 
272-6197. The examiner can normally be reached on Monday to Friday; 8:30 a.m. to 
5:00 p.m. EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Frederick Krass can be reached on (571) 272-0580. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-0580. 
Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO 
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Customer Service Representative or access to the automated information system, call 

800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Snigdha Maewall/ 

Examiner, Art Unit 1612 

/Gollamudi S Kishore/ 

Primary Examiner, Art Unit 1612 



